I ncreased parity is independently associated with risk of cardiovascular disease (CVD) in large observational studies. 1 Although CVD is a strong risk factor for the development of atrial fibrillation (AF), 2 little is known about the relationship between parity and AF risk. To address these gaps in knowledge, and given the significant impact AF has in women, we sought to examine the relationship between parity and AF in a large cohort of women free of CVD and AF at baseline within the WHS (Women's Health Study).
reproductive factors and markers of socioeconomic status, both at baseline and in time-updated models ( Table, models [1] [2] [3] . Additional adjustment for interim CVD events (model 4) did not alter the results.
Our study is the first to report an independent association between parity and AF risk. In comparison with nulliparous women, increasing number of pregnancies was associated with a linear increase in the risk of incident AF after adjustment for multiple confounders including shared risk factors such as obesity, hypertension, and diabetes mellitus, and reproductive risk factors and socioeconomic markers, as well. CVD events during follow-up were not important intermediaries in the relationship between parity and AF. We hypothesize that the association between parity and AF may be because of repeated exposure to physiological, metabolic, or hormonal factors during pregnancy. Pregnancy leads to physiological cardiac hypertrophy that, although reversible, may take >1 year to resolve in multiparous women. 4 Pregnancy can lead to large fluctuations in reproductive hormones, renin-angiotensin-aldosterone system activation, inflammation, and endothelial dysfunction. 5 Multiple activations of these pathways, also implicated in AF pathogenesis, via repeated pregnancies may increase AF risk.
Our study has several limitations. Our results may not be generalizable to women of all races or ethnicities because our study cohort was primarily of European descent and included participants in a randomized trial. Number of pregnancies and AF were both ascertained by self-report and may be subject to ascertainment biases. There is also the potential for misclassification in our exposure that, if nondifferential, would bias our results toward the null. However, self-reported number of pregnancies is highly reproducible. 1 Despite our attempts to thoroughly control for multiple confounders, including socioeconomic status, we cannot exclude the possibility that residual confounding could have contributed, in part, to our findings.
In conclusion, in this large prospective cohort of initially healthy women, increasing number of pregnancies was associated with subsequent elevations in AF risk. Repeated exposure to metabolic, physiological, and hormonal changes during pregnancy may predispose to AF in later life and requires further investigation. 
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